Systemic sclerosis (SSc) is a connective tissue disease characterised by an increased secretion of normal extracellular matrix proteins in mesenchymal tissue, and by widespread morphofunctional capillary abnormalities.' 2 Most of the clinical features of SSc are clearly related to vascular lesions; moreover, a diffuse microangiopathy is a prominent feature in all tissues, regardless of any overt clinical involvement." Diffuse endothelial damage caused by a cytotoxic factor could be the initial lesion67: such damage has been clearly demonstrated by ultrastructural studies8 and by the finding of increased plasma von Willebrand's activity, factor VIIVvon Willebrand's factor antigen,9 and tissue plasminogen activator'0 in patients with SSc. Distinctive microvascular changes in SSc include: dilated and distorted capillary loops," diminished capillary density often culminating in regional avascularity," prolonged phases of reduced or ceased capillary perfusion as a result of cold induced peripheral vasospasm, and partial occlusion of the capillary lumen by platelet aggregates."- '5 Moreover, it has been well documented that capillary permeability to small solutes such as sodium fluorescein is increased and more rapid in patients with SSc. '6 This functional change has been demonstrated by fluorescence videomicroscopy in the early phases of the disease, and may precede the typical capillaroscopic abnormalities. '6 The transcapillary diffusion of sodium fluorescein is remarkably uniform both in control subjects and in patients with other rheumatic diseases.'7-9 The dye accumulates in high concentration in a thin, well delineated extracapillary region (halo region), outside which the concentration remains smaller. Thus it can be hypothesised that a physiological diffusion barrier characterises the normal interstitial space. 20 In contrast, transcapillary diffusion of the dye is dramatically increased in patients with SSc, in whom lack of a uniform pericapillary halo is a typical finding associated with the increased transcapillary diffusion. Halo changes include abnormal shape, increased width, and blurred or abolished margin. The distribution of the dye in the interstitial space is frequently inhomogeneous: 'ribbon-' or 'lake-like' areas can be observed where sodium fluorescein has accumulated in remote interstitial spaces (fig 1) of a damaged diffusion barrier of the capillary loops, and if we accept that it can contribute to the development of fibrosis,22 then it would be reasonable to antagonise such an increase in permeability and to avoid any sort of influence that could further increase both the transcapillary diffusion and the interstitial distribution of plasma solutes. This is contradicted by two main observations. First, cold induced vasospasm, that causes a dramatic decrease both in peripheral perfusion5 20 24 offer substantial support to the hypothesis that increased capillary permeability is more of a help than a hindrance in patients with SSc. Our hypothesis is that the increased baseline capillary permeability in SSc might be regarded as a protective mechanism that allows enhanced nutritive function by single capillary loops to meet the demands resulting from the morphofunctional changes in the microcirculation (overall decrease in capillary density, cold induced peripheral hypoperfusion). This hypothesis does not exclude the possibility of some negative effects of the increased capillary permeability, but these could be regarded as side effects of a protective mechanism.
Conclusion

